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C#8«iFit#©«5H] 

ffF^RWIfiiesiH^ (HGF) fefM^tl, 
[»#«7] Jff^MMJSSitJia^ (HGF) IrfM^tlTMtS 

^T-^^zitsr^ii-r^, itf^^i, 2, 3, 5xi$ 6 mmo&m foists m 
mm. 

[»#«8] Jff^RffljfiitHBH-?- (HGF) &^M^i:bT^t5 
"r^SZl^Sr^^-t^. 2. 3, 5Xl±6g2*©J&l$l>gig#M$g2U 

o 

ffi?Z>fc#)(D. m#mi. 2, 3, 5, 6, 7Xte8sB«©|fc|&rt&#M$gMc 



ffiSE# ^ 11-3058394 




#sp 1 1 -0 0 6 2 6 



[fMl 1] 100^1^0. oi-soo^g/kgT'^sri: 
*<&U£-tZ>, 2,3,5, 6, 7, 8, 9X&1 OiBtt<Z>3£0?Irtig-£faig 

[§*S12] liOfi^O. 1~1 0/tg/kg-e*S^fc^# 

I»*«15] fflFIHWHJfii»MH-?» (H'GF) S^»^i:LT^b 
- 1 4 V^n*»BB«©KffiI. 
[0 0 0 1] 

*mwi*. Bfmmmmmmm^ (hgd m^^ltml, m&mg 
, jMtr^tmmcomMiimB^t^tmm^B^mmxit^m-r^^mz, bsp 

[0 0 0 2] 

sfmnmrnmrnm^- (hgf) {i^BffFMflstc^f-rs^^itmffisiH^hL 

T#&j|3*U *<Dm&*?U- — > ?*tfteZtlfc#>rtt7n-£3bZ> (Bioch 
em Biophys Res Co mm un, 122, 1450 (1984) 
, Proc. Natl. Acad. Sci. USA, 83, 6489, (198 
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6), FEBS Letter, 2 2, 231 (1987), Nature, 3 
42, 440 (1989), Proc. Natl. Acad. Sci. USA, 
87, 3200 (1991) ) 0 <D&<Dm$ZlZ & »J „ HGFIiin vivo 

^l^^ftot^fe (Symp. Soc. Exp. Biol., 47cell 
behavior, 227-234 (1993), Proc. Natl. Ac 
ad. Sci. , 90, 1937-1941 (1993), Circulati 
on, 97, 381-390 (1998) ) . -Tfcfc)*., ^i^^CDTJK^Jfil^f 1 

^HT'H Jfilf If^a? O-o t IT HG F^M, SMBUT^S 
[0 0 0 3] 

3<Z)«fc -5lCHGFiijfli*«f^H-?-(Z>«tB&i&«)i: l/Ti^O*iBS:ftoTfe»J 
i:a;oT*fe©*«HGF©jfe»t»T©4 i «SB'ea5S. H G F-©¥«JtBW:*& l Ofrt. 

[0 0 0 4] 

ftA©a^©«3((t^s^t^* (Circulation, 97, 3 8 1 — 3 9 

o (1998) )„ zL<D&?&mm*TjuzM?z&m&&^&mmfti&^Ki: 
^,©© % ^w&HGFo^sii&iK^asftsv^ttft^a^fc^v^Ttt, 
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[0 0 0 5] 
[0 0 0 6] 

[9RS £ S to <D^m 
*»W#e>ttHG F&dljDliitt^A*sv^tt»JK^jft{cjgjS'rsK:»fc y, ^ 

^ [0 0 0 7] 

-etfcfrofc, Z1©J;-MC, *Mlffi3KA i E'r^/^>»JIR3KJR i E'5 s ^/JC*fLTHGF 
[0 0 0 8] 
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> mon^m-ft (»jr««-5) <o^mmt zttmikn^t^ -e^m. mm& 

[0 0 0 9] 

lOO^cigT, <k »;#atctti o o o#(Di jgtT£:fc£3i:£JiffiL£ 0 $ 
<D 5 o-fgj^Jh, <fc *J^3ltcii2 o o^Jifcfcsrttfjlffi^tifco 

M*l*tf-^;*IK#0>5#(Z>1JKT, «k»JffJiK:tti 0#© i£nF£&5 3i:£ 

[0 0 10] 

SItWofefci!), &tC, »Wj|Bil«WCDHGF3ymW©j|fl«^Jfil«K:#ff L 
T, HGFi LTOf^ffl&^SJC^fcL/TV^^^SrW^fc. "T HG 
FO'Jt^-t'feS c -Me t(DV >BEft*^fetl*^5^€:#B=Ri: LTHG 
FOfctEfefltSUfc. 3 0~3 0 0 0 Ag/kg<0HGF%79 
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«fttCS#Lfe#^, J&^M${lr8:HGF©^#T*&£ c -Me tOTyrg 

U c-Me t tt^<?S^^^b$4^T^^^v^zl^:*^e>^^:^ofc 0 

l frnmmmz&^T hgf u jmk^wrk: ev*t 

ffl £ B £ & v> z: t. L T v> £ . 
[0011] 

J^±©<te>lCHGF©f£M;«fg£nfcfc«>, 2fC|8^#e>l«l^lCHGFCDlS 
^ft&^lC<fc6^tt£i^.g>fc&lC, H&1£9frflje9ft£ (A SO) ©|&#F^ 
/l/&J8^Ttt3*&*Tofc. BP*., brBmsk^JV^m^xmrnm^^ik^- 
# #J $| $ ft fc Z. £ £ m L T V * £ . 
[0 0 12] 

£ &JC*»W#e>tt, =?V hTJK^JfilASO J E7 i ;i/S.t?»?-9-^TKJBllfilASO 
^;i/&mv*Tt&ffilfcl*l*ift£«:fTV^ I /NJt ■(%) C^lfeJKlfilJEE/iE^JKlfil 
ffiXlOO) *©*tJH, Jt««MBift-£* ' i&n&Mm (100/tg/ 

kgX2@) T?, I/NJfc©^*fcft«#B«>e>*ifc. 3*1 tt, HGF^oi 

1^^;WCO^T lilfil^j^fTo fc £ 3 5, HG F #■£#©« 3 tf^StCJfil 
*&!&:*:3y©#i&*#lS**ofc. 3*lkfc-3-&frl3, HGF©^MtC«fc*;{R!llffJfil 
?7J&©^;frHe^£*i£3££^LT^&o * fc*jfiiJKBBflf©«ftflF, ^feJfiiKm 
9B©a7E • ra^J:^) ^ ^JfilJKTJBiaJ©«^©^M^cov^T : fe)^^±T^^fci:zl5 

[0 0 13] 
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fgT^fe^Ji, ^Jil©AS Olf^t,, MjS&A S Off ST*Z:©HGF0|i 

ST&©^»TW^ic&£m^fc a s oicifrf?^ state, &fco&tfgT* a s o 
^^^^?&^^^^fc*^VN^^©^<OASOB#tci:oT, 

[0 0 14] 
[0 0 15] 
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It. 

( 1 ) HG F U *ft^Wffi«m©«HIK2a:rf-€-©5S«Jl!B«JC^»a: 

(2) jflljfilffi«IAXttl&IIR^A«:tl&a!XJ± : ?B&'r*fctf)©, lufB (1) 8B4&® 

(3) #^SMfc#JBFi*T?&<&. ttfSB (1) Xte (2) flBtt(Z>&|*A&#HigS!f 

(4) S^^TXttSfiTfSfe*, tula (1) Xtt (2) ffi«CD&T«^ 

(5) Mfi^fMXtMT'feS, gala (3) !&®&Aft&^jS|g*![ 

^omf - #1$ • ttmz&m-t2>z.£Zftm£-tz>. mm (D , (2), (3 
) xtt (5) ta*©^, 

r^mtitmh. stm. Btm&xFKmKisn&ttmmifii 0 o^©ijgtTTffc»j 

1) , (2) , (3) % (5) Xta (6) 

»«)^fflIfiAUC^5 0M±T'^ri:$:^i:t5, tufa (1) 
, (2), (3), (5) XI* (6) 8B«©»»fta#ffl««F, 

. ffrl3(l). (2), (3), (5), (6), (7) X« (8) gB«©S£0i 

(10) ;frllii££teER©Mtffi^ 
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(11) 1E!©&^4#0. o i~5 oo^g/kgt'fesrii^Mtts 

. tUm (1) , (2) , (3) , (5) , (6) , (7) , (8) , (9) Xtt (1 0 

(12) im<Dig^4^0. i~i o a g/kgT*&£;i iTS. iff 
SB ( 1 1 ) K*©|fcl*|*«#J8J$ra, 

(1 3) »«H^«L^W*tt»JBR«'ffcffiT?fcS, ItfIB (1) ~(12) V^-ftl^ 

(14) ^J&fe5^*^lfiltt^^B"e^>^, ffjfB (1) ~ (12) v*-r*i*»fla 

(15) HGFM^tltMU So, HGFSr^-lKit^ifef 

£^£L&^:i£:£4#$ih-rs, i&fB (D ~ (14) ^Ttifr&WXDmm. tc 

[0 0 16] 

#&K:rfjJ&3*XTV^§g,S (#!*«, SCM&C o d e No. HGF-lOlf) 

* ? t'ts„ $>z>\i^&m&?-n:¥&}^mc. hgf?:^- 

©^t±i*> f> @ «i i: t Slii H G F &f s ; i: ^t- t S (M*-tf Natu 
re, 342, 440 (1989), 5-111383 B i o c 

hem. Biophys. Res. Commun. 1 6 3, 9 6 7 (1 9 8 9) 
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# 



[0 0 17] 

*mw<miG f -summit. &&&&mm<DmmRv*<D&&mmK.m$b*<D 
it. mmmhmmm. *-v*-m, &m&m. mmm&m. mmit&m. m 



av%. jy^icii, mm p*«#, ^T^b<i«^^©^#^ 

^ * ^ >k> y& if ^T&mz&mmz®* iz&z-fz z z & ^ «rtgT*$> 

[0 0 19] 

u j^ymm* *f <z>»j»#s*©*/«j*& sib^ v & h g f§?s5 bh-s- bfe 



[0 0 18] 



1 0 
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tlZ «fc tjjfil^^ U 7^>*CD#l!«3ft$ifcjW3ie>*iTV*5# (Hepatol 
ogy. 2 0. 417 (1994)), ^^©SgMf»^Sg©^^S: 
^L&V^©T*fe£fc#), JfotplC^LfcHGF©? 'J77>7&jfllfflUj;V^ 

[0 0 2 0] 

ir^wens. as««&ifsr^tf«, «sa, hgf 

ttk tga, «BgR, «1^8t«CD-gP#£l^tf::tCJ:*J, HG F ICiR* • 
*HGFKl|i# • iftSrrSftKfc***,*. HGF£lR* • ^tS^I^Ut 

, Ke*"vyr-jctt*fc£^sft<&HGF(cit-& . ~g>|g*ic 

[0 0 2 1] 
[0 0 2 2] 
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, 0. 0 l~5 0 0 /tg/kg/|ll, j?iL<ttO. l-lO/ig/kg/Ii 

mon^mmxm i ~ 2 m^-^MS^tf e>*u l < & 1 Mi^ft<z>tg# 

[0 0 23] 

v*tw:, .ra*ttttff, »j*©^*u K^;i/&^fc#=fT«rtg 

*iSElK©ai3£, Ky^-lfilifcff-*)f£jgv^fc Ankle Pressure Index (TJKifilfE 
fc±JWJlilJE©Jt) ©S!f3feS:ffv\ ^jfeJK, lAS^^i^tl). Jgf^RJfcffi^fc 
JfillfSiii^ (Angiography) , Digital Subtraction Angiography, Magnetic Reson 
ance Angiography^ if }C <fc *J , jfe«®»E^ BB*«Pffi & # L < #fc f S . JK©^ 
JSlCOWJfelCWbTtt, Society for Vascular Surgery/ North American 

Chapter and International Society for Cardiovascular Surgery K. 

[0 0 24] 

immmi 

[0 0 2 5] 
&-»«B&tCJ:aHGFg)#:|^a»«l<OJt«! 

1. M®mn j *iz&z>HGF<DfaftmM<D&iM 
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7 4 9 hffl^T, HGFJO. 3, 1. 3 m g / k g TW5faft&. 

^-Ltzm&t. 6, 6o, 6 o o u. g/k g/h rT*3mmmmftwm&¥bfc 
m-saitm. bm. mm. m zztttm) ^pHGFmm.^m^rz 0 

tS-^Atel ml/k g£U 0. 3M NaCl, 0. 03% Tween8 
O, 5mg/ml L-al anine^tflOmM^x>|ifi ( P H5 
. 5) JvehicletlTiS^fe. HGF^t,5^ 3 0^, 2 R$|3U 

tf*f$J) £#fc 0 #JKFW«5«-5tt9y h £>frv^ a^*ltttO. 0 

7ml/hri:U 0 a^SH»^&3l*ISJeiU:»ii|feJc, Hf#K:jfe«N ffF£M3i 
, BML J&^^33<fcU t #liii#|cfJ<Dt hHGFJRftlCoHTtt, fch 

HGFItMELISA^yM'^S>fA-^HGF EI A (#J*&ggffl5fc/?f 
9S) £fflV*TSteLfc. K»rfi©HGFM:, 2M NaCl, ImM PMSF 
, ImM EDTA, 0. 1% Twe e n 8 0^|n2 OmM Tris 
-HC1 (pH 7. 5) &»ffl«£bTJBV* (ft A :12ml/g tiss 
u e, JJFfli- VNI: 8ml/g tissue), 1 dS'W^^^-f XLfeft, 
41C, 1 5, 0 0 0 r pmT6 O^IBSi&^iU »ffl*>t>©HGFiS±a© 
ELISA^f^hCTltbit. -fOlBL FSSJRfcov^Tfc, HGF 

[0 0 2 6] 

H G F £ ^ JM ffi m ft IZ & 4- V fe ^ © ffi m IC # & H G F <D f£# tC o V % T 
. HlfC^t. HGF€r«»J||RW^Jfaii8#L/fc«©|g*K:-3V^T*». SH±TEf 
UC^i\ HGF?:!!!^^, eO/tg/kg/hrt'SH^tl^bfe 
i:*©l»W*ii«K:ov^Ttt»ftKISL (1. 5ng/g t issue) J^TT? 
feofeo 3mg/k gT!SS»Wia^Lfc»^(D»«if»JCfe^*ig^»l»^9>l- 



1 3 
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iS^2 4 tra^CfcV^=bt?--*B£tf>if$ 1 8%<D$gM#ifi^$*lTV^ 0 H 
GF M;U£0. 3mg/k g©HGF(Z) 

$#fCj: yf^rtlCMSnSHGFtStt, lOng/g tissue©* 

[0 0 2 7] 





S5Wl*3!M-, 3mg/kg 








AUC(hr-ng/g tissue) 
(infinite) 


11.6 x 10 s 


820 


tl/2(hr) 


10.6 


11.2 


QnaxCng/g tissue) 


84.1 x 10 s 


82.4 


Tmax 


5m in 


5m in 



[0 0 2 8] 

JEU:©B1 £J:tf*ltCa*3*i<5J:5fc, HGF?:I^^lfei^ 

1/lOOOOiflECfttjfe. 0 2lC^$tl§ J:e> JC, HGF$:j©^|^{Cie# 

s\<D&ffm*6. 7%fcft^ofc. ife, S3, 4 lC^$tlS<k -9{C. HGF 
&jB«W«^bfc»#, Me, »»*©HGF»aa:#|Rl^«^L/fc»-&.i:Jfc« 
L/Ts SSBtCfi^ofc. HGFS:#|R^KF«li8#L/fc«©Jjllt»«*», ffFWU » 
R^HGFiBftal&fclCO^T*, ftTS2, 3. 4 iC^f. 
[0 0 2 9] 

HGFS:#|RrtJCj#«lia#bfc.»^, Jrttff> JfflHL W»^©HG F»ft*i«flF< 
#«5SJ|X*©K:>i*U *&»l*C;t3ttSHGF»Kttffi#K:<£**o&. 
T'feS 6 0 0 yti g/kg/h r^&flJtCfljlSi:, ifitff t£T*W: 5 3 6 ng/mlffl 
HGF##£LTV^£>lC*fU lOng/g tissu e*»U 
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[0 O 3 0] 

7 4 f^-*79 hfflV^T, HGF^3 mg/k g-elS^f^ig^bfc^-a-^ 
„ 0. 3mg/k gt-ilftb o 1 u s^bfei^t, 3mg/kgT^TS 

5*; h©^li««PjBf»(Z>»fi*aiJJcffofc. M^Kiimi/kgiiu o. 

3M NaCl, 0. 03% Tween80, 5mg/ml L- a 1 a n i 
ne fc-g-tfl 0mM^i>i«f« (pH5. 5) ^vehicle £. LTfflV* 
fee flmftSt^Tftt, HGF©»f»5^ 3 0^, 2^, 8B#fm, 24H 
IB«ia«lC9'y h^e>Jtofflffe»«lLfc. Ml*«#B:^ h©«M#»&*fv^ 
«^e>2*K 5#, 15^, 3 0^, 1B*W, 2B3rW> 3B#fm, 12^ 2 
4«rWftiitlfeK:jfa?||S:«^Lfc 0 fiT«#-ett, fi#t5^ 15^, 3 

o#\ i»Hf. 2^ra, smr^ 12m 24t$mizskmzmt~o 7vMt 
-^hgf ei a mmft&mftmm) ^m^xm&vt^ mmtimnmrnz 

[0 0 3 1] 

(2)*£* 

HGFa^<0A5^-*&IHlJlfc. lfa?1t«£tc23ttSAUCW:, MAb o 1 

u s^izit^x. STfi^t-e<, -en-eftMrtb oiusg 

#©AUC06. 7%, 2. 6%T*&ofc 0 «l«Jfil»^«fl[ (Cm a x) 

CoV*T*u MA bo 1 u sS^JCJt^T. j&J&ftift^ ^TS^T*{S<, 
*l-?*lMf*b o 1 u s8^0CO0O. 0 12% s 0. 0 0 8 7%T'Sofe o 
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[0 0 3 2] 

[*2] 







n$m ft bolus 




tfL t— ra. 


3mg/kg 


O /I 

3mg/kg 


3mg/kg 


AUC (min -ng/ml 
( infinite) 


6310 


94390 


2419 


tl/2 (min) 


801 


8.8 


525 


Cmax or CO 
(ng/ml) 


8.96 


73380 
(CO) 


6.42 


Tmax 


5min 




5min 


AUC ratio 

(%i.v.) 


6.7% 




2.6% 


Cmax ratio 
(Ki.v. CO) 


0.012% 




0.0087% 



[0 0 3 3] 

3. n^mmz j: &hgf mm fa&mi&&<Ditm 

SD^7^hlV\T, HGF5:0. 0 1 mg/k gt'Mfit^l/fei^i:, 
30mg/k gT*mmft bolu s £ ^ 01 tp H G FlS&M L £ 

- &#^*te0. 5ml/kgtU 0. 3M NaCl, 0. 03% Twe 
en 80, 5mg/ml L— alanine £lir£J 1 0 mM 9 ZLZ/Wtf&MtWL ( 
p H 5. 5) ?:vehi cletltl^t HGFg^f) 3 0^ 6 B^IS, 
2 4Bm3£iM, 7«;hMW (^#S5) &#fc 0 »l«bolusS#tt7 
V h <Z>^M^6> 1 m 1 /k glCT*?V\ ISL^frib 5£\ 3 0^, 1 BjrlS, 24 

HGFi^ELISA^f7hT'feS>fA-^HGF E I A (4#$c&3&WSEm 
£) «:J8V*Tfflj£Lfc. H»#©HGF«:, 2M NaCl, ImM PMSF 
, ImM EDTA, 0. 1% Tween80 2 0 mM T r i s 
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-HC1 (pH 7. 5) $:ttMtbTfflV> (12ml/g tissue) 
, 1 W=EWXbfe^ 4TC, 15, OOOr pmT*6 0^MMl 
, affi*tf©HGFtl:±^0ELI SA^^h^TlSlfe. *<Z)|gt, 
2*- K^MICO^T^, HGF£fi:#LTV^V^-/ h(D|S0ltCge^ItSSCDHG 

[0 0 3 4] 

(2) IS* 

Ifc^fcfc: h H G Fig^£$l^ L fc&t*^ ^^Jifc^ifrffil^ ;* 
T, msizm-to -fib, it$f<Z>fc#>, Mftbo 1 u s^^{CoV>Tli, S-^* 
KM-T-S^ftifc^U 0. 0 1mg/kgOHGF^H©^7^-^$:|[ 

1 u s&^tCtfc^T, T?3FL<1SK. MSftb o 1 u 

»6 5 0Mot. *iSS£^#}§g (Cmax) tCoV^Tfc, M 

ftbolu s&#lCi£^T, S£&fti£^ T^L<«<, Mtftb o 1 

u s&^©&j9 6 O^&ofc. 
[0 0 3 5] 

[*3] 





g5l^rt ( i m) 


ffiffifH bolus ( i v ) 


i m/ i v 


AUC 

( n g - h r/g muscle) 


4 16 0 


6.3 7 


6 5 0 


Cmax 

(n g/g mu s c 1 e) 


4 5 9 


0.476 


9 6 0 



[0 0 3 6] 



1 7 
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h&ai-^WCcfc yjfcftU £*MSft{»l^^ft{CHGFi;;k& v e h i c 1 
eWbfc. *MM^ffitt^«b|g^£lii*&U S#ilmg/kg/da 
y, S#^*lm 1/kg/day, 101EK 5HM#Lfe 0 vehicle*: 
ITO. 3M NaCl, 0. 03% Tween80, 5mg/ml ala 
nine, 10 mM Na-citrate buffer (pH5. 5) fcfg 

—v^nm) &jsv*t, -xm-rmfow <H5©»&i) -Tiiasww 



vehicle Zn^Lfrm (H*. B) TWU dtJfil&©#ap&JC;fc^T, iE^T 
Kilit^TO. 8 — 1. 7r©ififi£(|£T#jie>*lfc. -fcftJC^LT* HGF££g 

(h*, -M) casv^tt, o. 2~i. or©fiflgiBTic#i»*.e>*iTv* 

[0 0 3 8] 

ill^fii: H G F L fe i: z: 5, gjfiiigK: fcttsftjf *Sfifl^teT#fli 

Msnfeo zitiii, HGF^ojfiifiTMtci y, ^famztettzmmm 

[0 0 3 9] 



[0 0 3 7] 



(2)*g* 
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mmw3 

HGF^t>c/<by hfrg>ff>in vitro HGFf ffitcfetf Kt3>f -^BE 

HGF^fi: 13 1. 2/ig/mg ^r^U^ h 

HGF65. 3 mg £ -g^l" 6 . 9 m 1 t 1 %77->*^l4. 4 

ml HM&Tkl 6ml fe«kt;2%T^n=i^-^> 1 6. 7g£iE-&U 

£ 1 0 m 1 (DtJ Xtf?— \f zfJVZ/V >i?tCA*U 10, 0OOGt6 0^M 

SOOjugOHGF^ttSMO^-^l/'yh (Sil. 1mm, 
^4mm) 

[0 0 4 0] 

(2) 3>Fn>ff >Ml O%^0HGF^f$^l/>y h 
HGFM1: 13 2. 8 /jl g/mg ^ h 

HGF65. 3mgmt5*M6. 9 m 1 1 . 5 %n> Fn-f^>5K 
U >7iA2Mg?£2. 9ml £*gW?Kl 7mlfe<kUf2%r5 1 n=l7-y>l 

vzMteM&mzVft. l o m l X7}f--9 i ^;i/i/y >*?jca*u 10 

, Wffi-t£Z.i:lZj: »J — #&fc*J 5 0 0 /i gCHGF^tftSMC^-^b 
(it@0. 9 mm, ^$4 mm) 
[0 0 4 1 ] 

(3) in v i t r oMm^ 

0. 3% Tween20^tfPBS (pH7. 4) LTM^fc 
„ 3 7TCtCfc^T. 2 ml (Z)ScmMPptC±^©^^7?^Lfe 5—^1/^/ 
*A*l, HGF0»|lJ3g$:igLfe (n=2) „ ^[ffi^cpWHG Fi^Co^ 

[0 0 4 2] 
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. iB^cte&#i o o%ohg Ft>m&2nfc(D\zM U 3>Fn>ff->ti 

ffi^^e>7H^tCfe^T%Stm$tL^HGF4«^^.^Uy bMI®3 0% 

*iiic<©£ofc 0 rtUi, hg F£S^tt£##ozi> Fn-f^iM&^co^n 

[0 0 4 3] 

9y h»ftrtHGF&£ffe®»IW3SK:a3fr6 c-Me t CP U >»ffc 

SD*9fh (12m SI) fcffi^T, fflffiW«#ftcojBf», JML IMlc 

few* c-Me t ©y>gnfcK:ov*Ttfta*Lfc. i-f«Tf7^ h©^* 

KfMMKWWKlS, 0. 3, 0. 0 3mg/kgC0HGF^lfc o 

ICRI PA buffer(50mM Tr i s-HCl (pH7. 4), 5 0m 
MNaCl, 1% TritonX-100, 5mM EDTA, lOmM 
Na 4 P 2 O y , 50mM N a F , 1 mM N a 3 V0 4 , 0. 4 mM AEBS 
F, 1 0 fi g/m 1 Leupeptin, 1 0 a g/m. 1 Aprotini 
n, lug/ml Pe p s t a t i n A) £5 (jffift) £fcli8 (JJFUU WHO 
ml/g tiss u eQsflllU tKU h U > feMv^T Mfe 0 fbt 
, 1 6 00 0 rpm, 4"C, 3 0 &V%&foftmt & Z. H\Z <fc U %J6 RS^ V x & 0 1 
Omg ^:«5mg (JfflR, WHO CO^S £^tf&ffi?££ R I P A b 

uf f ertlmUU 50^1 (|Sl5 0 o /o) ©Protein G Sep 
harose (Pharmacia *±) *M7L, 4*CT% 2l*|Siai#Ufe p jgvfr 
IC J: »J, Protein G S e p h a r o s e SrfiSiS, -£C9 ±WlZ 1 n g CD 
tc-Met^ft (Santa C r u z f±) 4 TCT»— Bftflli^ Ufe. § 
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»blC. 20Al®Protein G Sepharose^i 4tT'2l| 
mMWlsfco MjbK&V±m*:Bg. Protein G Sepharose 
&lml©RI PA buf f erT'3»tfct, 2xloading buf 
f e r 10 0TC, 5#IHiDJRU 7. 5% SDS-PAGEtC^lfc 

7^;i/^-H 3% BSA&ttfTBS-T (lOmM Tris-HCl( 
p H 7. 6), 15 0 mM NaCl, 0. 05% Tw e e n 2 0) tpT'Mt. 
0-$rZ>Z.h\Z&i>) > -7Uv*cZ/#\slL. TBS-TT'g<«, Ug/ml 
OffLV (Upstate Biotechnolog y*±) 

fc^tfTB S-Tcf»T*, lMilHfe. §f,[:TBS-TT«E 

2 0 0 0m^ffiVf~^?V**is#-1fmmifL~?y7, I g^ft (Ame r s h a m 
tt) Sr-^tfTBS-TtpTf, ^fi. H$|BHB£3 0£. TBS-TtW, E 
CL9iX*>^n?> hiM(Ame r s h a mtt) £M ^T> U >K-ffcS4x 
fee -Me t CD^ffi£f?ofc 0 
[0 044] 

7>f;H- ti, 6 2. 5mM Tr i s-HCl (pH6. 7), 1 0 0 mM 
2 -me r c a p t o e t h a n o 1 , 2% SDSSStK*fn?, 60TC, 3 0^ 
^Ite>t5z:i:{cj;y, f^n-y^U TBS-TT'^m 3% BSAJ 
^•tfTB S-Ttp'Vmt.'S't&Z.t.lZl:*), ^ny^yifc. TBS-TT»8 
<8fc?*tk 0. 5/tg/ml(Dic-Met^?:^TBS-TttiT\ g& 
lH^St^lfc. S^fCTBS-TTWi, 2 00 OMf Lfe^t^ri/ 

gffifo (Ame r s h a mtfc) &-£ttTB S-T*T% ^ 
fi. lB£l5li6£5 Ufc. TBS-Tt»t, ECL-?X^^>^D^h^aiM 
£&JB^T, c-Met0i{iJ^ofe„ 
[0 0 4 5] 

(2)*g* 

U >BMfec -Me t ICM-TS I P-We s t e r n <Dffi%k*m 7 JC^i". 

0. 0 3~3mg/kg©#«#*JC;J3^T, c-Met©f IVMJ 
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c-MetCUViftiil^nfe^cfe. ZKDflm, 3mg/k g^T©H G F 
[0 0 4 6] 

;i/ (*y-*-jKv>*t*K &IIIUB!I*«^U 7>yfWlfc. # 

tt^lC, &jzM&®&mMZHG F e h i c 1 e £&-£Lfe 0 j9L$-AiZ 

10 0/ig/kg, Mililml/kg^Lfe. 3£>fC4H«L a:— 5\Mfc# 
T^I^^{Cg#&4fofe„ vehiclei: L/T 0 . 3M NaCl, 0. 0 3 
% Tween80, 5mg/ml alanine, lOmM Na — cit 
rate buffer (p H 5. 5) £ffiV\£„ *MfrIIR»ffl**& 1 4 H^JC 

TTKJlilJEE$:M^b^= iE^TJK. riUfilK-f ti-?*i©JfllflE^e> I /Nit (%) = dl 
ifllKJfllffi/iESKJfilffix l 0 0 fcffWU M&ffofc. 
^ [0047] 
(2)Jg* 

^$:H8lC^-r e HGF^HT'lt v e h i c 1 e fi^&JCjfc^fcK: I 

/Njt*«*#snfe. ititt, HGF^ifojfii^iT^#micj:s : fe(Z)i:^^e ) ti 

fee 

[0 0 4 8] 

NZW^W (2 211$, t£) £JBV>£:. 5 m g / k g <Z)3r S/5 VZ/ 

x;K**^4t», fcJ:tf5Omg/kg0^r^> 
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©lOH^itFlSHtfc, B«lC#»S:(fV^ £^H«|J©»»WJCHGF* 
fcttv e h i c 1 e 1 0 0 # g/k g. fi^«ittlml 

/kgtbfe. vehicletbTO. 3M NaCl, 0. 03% Twe 
en80, 5mg/ml alanine, 10 mM Na — citrate 
buffer (pH5. 5) &J8v%&. ^illiaj^?, lOHt mWL%t¥M 
). 2 2Ht, £J:tf4 2 B^tC, _hge#&{C£ »J ?-y-^£J8e@£ U Fv^7- 
Jfa^ff (Tr i t ontil) fc*^BJlllJItf■S:Mv^TlfTK©Jlii£E&WJel/fc. IE 
J*JliiK-e*i"?*i©jfcJBE^& I/NJt (%) =^lftl&Jfilffi/iESMlJEx 1 

oo&tmu swiff &frofc. i o Hft*»&cD i /mt<Dmtamiz'D\,\T*jg.m 
) stj^^r (0j£w§ga^*5££*±§g, *^u>f 3 so) zm^T&Tmmm 

S/-h£M*u lfiI^£:mfcoTV^Btf)ffr£;j!j?:/ h u R©^tS[ ( 8 0 0 ffi) 
lC*f-r5fg-£S:|fffiU i&^?t^^=iTi:Lfeo ^^i^^rCDjfelf^mi 0 B=&<£> 
ifll^^^3TA^*^H(Z)lfillr^^=fT^Oifin^ (%) fctfUU JiMfJi 

• Stiff. Mi&TM©m3»fcov^ti!&l,fco 

[0 0 4 9] 

TKjfeffi©I/Nit©«l#$:0 9{C^-r o iliffi2 2H^f), HGF«4 
#T?ilHit©«l*J«:3*U 4 2 HtHCfeV^T, HGF«-£#T?HU vehicle 

Njt©ifi0^?:Hl OKa**. ftJDftffffll 0Ht*64 2 0f it'OI /Nit® 
ifMSfcJu ve h i c 1 e»tJt«LTHGFfi#S-et*ICiSf^ofe. ifilfig 
l&;*3 7<Z>*tM)&^£Bl llCa**. vehicleiS^JC^T, HGF^ 
»©##^«Citfj(W#i(K, HGF<Z>#ffllC«fc »;«IHlJlllff»©»3ai3^ilEiiStl 
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t>\ v e h i c i enj*m£.&mLT&vitfm^mfatfm&t>ti (*4K hg 

[0 0 5 0] 

[*4] 
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HGF(n=8) 
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[0 0 5 1] 

mmrni 

£3:&i&2K 100ml tfUCHG F lmg, ^y— h — JV 1 g&tfjtfy y/i/'C— 

hso i omg ■z^ftmmzmmmzmmi'. imita;W7«aife 

[0 0 5 2] 

0. 0 2M'J>ii|fI (0. 15M NaClMO. 0 1%/K'JVM- 
h 8 OM, pH7. 4) lOOmlifilCHGFlmgWtMfT^^ 

[0 0 5 3] 



[01] 
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[02] 
[S3] 

[04] 

0-£2d£. 
[05] 

[06] 

[07] 

07&. 5«y h*M^Sfc^ft{CHGF£&#Lfc^CDj©|2t. ffFMU WKC^W" 
& c -Me t <Z>U >tftl:^t0T'feS. 
[08] 

08&, 5»; hT&^lfilA S O^-t^WCM ITHGF^^^l, I/N 
it (%) (j^JDfeKJfilJE/iESKlfiiJEt x 10 0) &8l^fclS*S:^'rH , e**- 
[09] 

09 ti, VV*rTm&ShASO^TJMZttlsTHGF%:nmP3i$ J *l'. T&ifil 
[01 0] 

HI 0 tin VV^TBi&llB.ASO^-rfrK.ttisTHGF &m0jpq&&h* TJK 
[011] 
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Ell tt, tf-fr^rTffiUfcjfilA SO^fMC^fbTHGF &jffifcWi8-£U lk { 
m * 3 T CD * M^< tc £ ^ f 0 T? & Z> c 
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8 16 
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24 
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-o- 600// g/kg/hr. f$flR|*i 
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-*— 0.3mg/kg. fffitflbolus 
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[03] 



100000 
| 1 0000 



C 
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X 
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m 




-0.3mg/kg, j&fcrt&i 
-1mg/kg, SS^flS ; 
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-6/*g/kg/hi\ HMrt 
&l£tS:-^ 3hr 
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f*3#£clS-^ 3hr 
600//g/kg/hr, f*BS 
3hr 

0.3mg/kg, j^in 
bolus^ 



[04] 



10000 




8 16 



24 
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-1mg/kg. jS^rtS-^- 
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-60,ug/kg/hr % f*J|lSl*3 
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A : jffil*. B : m C : FK 

1 zm&W* 2 :0.03mg/kg HGF«-^5#&. 3 : 0. 03mg/kg HGF|£^-30^ 
4 : 0. 3mg/kg HGFiS^S^ft. 5 : 0. 3mgA«HGFf6#3p^ 
6 : 3mg/kg HGFfi-£5#SL 7 : 3mg/kg HGF&-5-30#& 



PY: £t V >MfcTyrttfc(C * £b I ott i ng 
c-Met : ttcHlettt{*(C * £b lotting 
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SfilWtlJiH? (HGF) MM^bt^tU I&iiltt 
[3&JH3 W>mft& J *£&& bt HGF Jjlfc«»© H GFiI«5 
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